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ABSTRACT

BACKGROUND
We evaluated whether men at risk for death from prostate cancer after radical prostatec-
tomy can be identified using information available at diagnosis.

METHODS
We studied 1095 men with localized prostate cancer to assess whether the rate of rise in
the prostate-specific antigen (PSA) level — the PSA velocity — during the year before
diagnosis, the PSA level at diagnosis, the Gleason score, and the clinical tumor stage
could predict the time to death from prostate cancer and death from any cause after rad-
ical prostatectomy.

RESULTS

As compared with an annual PSA velocity of 2.0 ng per milliliter or less, an annual PSA
velocity of more than 2.0 ng per milliliter was associated with a significantly shorter time
to death from prostate cancer (P<0.001) and death from any cause (P=0.01). An increas-
ing PSA level at diagnosis (P=0.01), a Gleason score of 8, 9, or 10 (P=0.02), and a clin-
ical tumor stage of T2 (P<0.001) also predicted the time to death from prostate cancer.
For men with an annual PSA velocity of more than 2.0 ng per milliliter, estimates of the
risk of death from prostate cancer and death from any cause seven years after radical
prostatectomy were also influenced by the PSA level, tumor stage, and Gleason score at
diagnosis.

CONCLUSIONS
Men whose PSA level increases by more than 2.0 ng per milliliter during the year before
the diagnosis of prostate cancer may have a relatively high risk of death from prostate
cancer despite undergoing radical prostatectomy.
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ATCHFUL WAITING IS AN OPTION

for managing localized prostate can-

cer when both the patientand the phy-
sician agree that the potential adverse effects of
treatment exceed the expected benefit.* To date, the
results of a single randomized trial in which watch-
ful waiting was compared with radical prostatecto-
my have been reported.? In that study, begun before
screening with the use of prostate-specific antigen
(PSA) measurements became widespread, the me-
dian age was 64.7 years, and 12 percent of men had
atumor (T) stage of T1b, 12 percent T1c, and 76 per-
cent T2 (a palpable localized mass in the prostate).
There was no significant difference in overall surviv-
al between the two groups, but estimates of death
from prostate cancer were significantly higher in
the watchful waiting group.

Today, the vast majority of men with prostate can-
cer present with a nonpalpable tumor (stage T1c)
and come to medical attention because of an ele-
vated or rising level of PSA.3 Additional evidence is
therefore needed to guide management in the era
of PSA screening. Such evidence is embodied in a
randomized trial* comparing radical prostatectomy
with watchful waiting that includes men in whom
prostate cancer was diagnosed during the era of PSA
screening, but data from this trial will not be ana-
lyzed for several years. Ways of identifying men who
are unlikely to be cured of prostate cancer despite
radical prostatectomy could aid in making decisions
about treatment in such men.

Several studies®>” have found that, when consid-
ered alone, the rate of rise in PSA levels — the PSA
velocity — before the diagnosis of prostate cancer
can predict tumor stage, grade, and in one study, the
time to disease recurrence, as defined by the PSA
level after radical prostatectomy.” However, not all
men with a recurrence die of prostate cancer,?® be-
cause competing causes of mortality are frequent,
especially in cases of prostate cancer with a protract-
ed course. We assessed whether the PSA velocity
during the year before the diagnosis of prostate can-
cer, the PSA level at diagnosis, the Gleason score,
and the tumor stage can identify men at risk for
death from prostate cancer and death from any
cause after radical prostatectomy.

METHODS

PATIENT SELECTION AND TREATMENT

Pretreatment and follow-up information were com-
piled on 1804 men who participated in a prospective
prostate-cancer screening study and were treated

with radical prostatectomy at Barnes-Jewish Hospi-
tal in St. Louis from January 1, 1989, to June 1, 2002,
for stage T1c or T2 prostate cancer. Twelve men were
found to have lymph-node metastases at the time
of the final pathological evaluation, despite the ab-
sence of noted lymph-node involvement intraop-
eratively. These 12 men had an undetectable PSA
level at the first postoperative evaluation and were
not treated with adjuvant hormonal therapy, and
were therefore included in the study. A total of 689
men who had only a single measurement of PSA
preoperatively were excluded from the study, as
were 20 men who had received adjuvant radio-
therapy. The remaining 1095 men comprised the
study cohort. No patient received adjuvant hormon-
al therapy. Each man provided written informed
consent before study entry; the study was approved
by the institutional review board. The median age
of the men at the time of initial therapy was 65.4
years (range, 43.3 to 83.5). Seventy-one percent of
men had stage T1c, and 95 percent had a PSA level
of 10.0 ng per milliliter or less. The median PSA
level was 4.3 ng per milliliter (range, 0.3 to 58.2).
Table 1 shows the clinical characteristics of the men
before treatment.

STAGING
The preoperative workup included a digital rectal
examination, measurement of serum PSA, and a
transrectal needle biopsy of the prostate. The biopsy
was performed under ultrasonographic guidance,
usually with the use of an 18-gauge Tru-Cut needle
(Travenol Laboratories), and at least six cores ob-
tained for all men whose PSA level exceeded 2.5 ng
per milliliter, according to the rules of the screening-
study protocol. Among the men with a PSA velocity
of more than 2.0 ng per milliliter per year, 143, 65,
and 54 received a diagnosis of prostate cancer after
one, two, or three or more sets of prostate biopsies,
respectively. A genitourinary pathologist at Barnes-
Jewish Hospital assigned the Gleason score? for all
biopsy and prostatectomy specimens. The clinical
tumor stage was based on the results of the digital
rectal examination (and not on radiologic or biopsy
information) with the use of the 2002 American
Joint Commission on Cancer (AJCC) staging sys-
tem.'® The pathological tumor stage was deter-
mined with the use of the 1992 AJCC staging system
to permit a distinction between unilateral and bilat-
eral extracapsular extension.** A bone scan was ob-
tained within three months before radical prostatec-
tomy, and the result was negative in all men.
Before May 2000, an enzyme immunoassay (Tan-
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PSA VELOCITY AND PROSTATE CANCER

Table 1. Clinical Characteristics of the 1095 Men
before Treatment.*

Characteristic No. (%)

Preoperative PSA

<4.0 ng/ml 466 (43)
>4.0-10.0 ng/ml 570 (52)
10.1-20.0 ng/ml 42 (4)
>20.0 ng/ml 17 (2)

Gleason score of biopsy specimen

<6 916 (84)
7 133 (12)
8-10 46 (4)

Clinical tumor stage

lc 779 (71)
2a 267 (24)
2b 45 (4)

2c 4(<1)

Age at the time of radical prostatectomy

<50yr 5 (<1)
50-59 yr 222 (20)
60-69 yr 615 (56)
=70 yr 253 (23)

* Because of rounding, percentages may not sum to 100.
T The categories are those of the American Joint Commis-
sion on Cancer.

dem-E PSA, Hybritech) was used to measure PSA
preoperatively. Beginning in May 2000, the chemi-
luminescence method was used with the Access
Analyzer (Beckman Coulter) and PSA antibody (Hy-
britech), after confirmation that this approach yield-
ed equivalent results. The PSA level was measured
and digital rectal examination performed at inter-
vals of 6 to 12 months before and again just before
diagnosis, and all PSA samples were analyzed in one
laboratory with the use of the same assay, and a sam-
ple was always obtained before prostate biopsy. The
method used to measure postoperative PSA levels
was at the discretion of the treating physician.

FOLLOW-UP
The median follow-up was 5.1 years (range, 0.5 to
13.1), and follow-up started on the day of radical
prostatectomy and concluded on September 1,
2003, or the date of death, whichever came first; no
patient was lost to follow-up. Before disease recur-
rence, as defined by two consecutive detectable PSA
values (more than 0.2 ng per milliliter) after radical
prostatectomy, men generally had a serum PSA mea-
surement every six months and an annual digital
rectal examination. After a recurrence, PSA was
measured a median of every 4 months (range, 1 to

12). At the time of a recurrence, biopsy of the anas-
tomosis was notroutinely performed. Overall, there
were 366 recurrences and 84 deaths, 27 of which
were from prostate cancer. If PSA was always de-
tectable after radical prostatectomy, the time of re-
currence was defined as time zero. Postoperative
PSA data were not available for 32 men who were
alive at the end of the study. Determination of the
cause of death was made from death certificates in
all cases. To record a death as being due to prostate
cancer, there had to be documented hormone-
refractory metastatic prostate cancer and evidence
that the PSA level was rising at the time of the last
follow-up visit before death.

STATISTICAL ANALYSIS

Calculation of the PSA Velocity

Using the PSA measurement closest in time before
diagnosis (median, 1 month; range, 0.25 to 2) and
all prior PSA values that had been obtained within
oneyear before diagnosis, we used linear-regression
analysis to calculate the PSA velocity during the year
before diagnosis.*?

Selection of the PSA Velocity for Study

The distribution of the time to recurrence and death
from any cause was estimated according to the Kap-
lan—Meier method,*3 and death from prostate can-
cer was estimated with the use of a cumulative inci-
dence method™* and stratified on the basis of the
25th, 50th, and 75th quartiles for the PSA velocity
during the year before diagnosis. Pairwise P values
for the comparison of the distribution of the time to
recurrence, death from prostate cancer, and death
from any cause were calculated after adjustment
for multiple comparisons with the use of a Bonfer-
roni correction (i.e., a significant P value=0.05 di-
vided by the number of comparisons). These P val-
ues were used to determine a cutoff point for the
PSA velocity that provided the best stratification of
the time to recurrence, death from prostate cancer,
and death from any cause after radical prostatecto-
my, which was then used in the Mantel-Haenszel
chi-square tests and Cox regression analyses.'?

Pathological End Points

A Mantel-Haenszel chi-square test was used to de-
termine whether there was a significant association
between the categories of the final pathological
lymph-node status (positive or negative), advancing
stage on prostatectomy (T1 or T2, T3a, or T3b or
T3c), Gleason score of the prostatectomy speci-
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men (6 or less, 7, or 8 to 10), and the categories of
annual PSA velocity (more than 2.0 ng per millili-
ter or 2.0 ng per milliliter or less). Cox regression
analyses™? were used to determine whether the PSA
velocity during the year before diagnosis, the pre-
operative PSA level, the Gleason score of the biopsy
specimen, and the clinical tumor stage as deter-
mined by the digital rectal examination were pre-
dictors of the time to recurrence, death from pros-
tate cancer, and death from any cause after radical
prostatectomy. In addition, a Cox regression analy-
sis was used to test whether the PSA velocity dur-
ing the year before diagnosis, final pathological
lymph-node status, Gleason score on prostatecto-
my, margin status, and postoperative clinical tumor
stage were associated with the time to death from
prostate cancer and death from any cause after rad-
ical prostatectomy.

For the purpose of the Cox analyses, the PSA ve-
locity during the year before diagnosis was consid-
ered as a categorical variable, the preoperative PSA
was considered as a continuous variable, the Glea-
son score of the biopsy specimen (6 or less, 7, or
8 to 10), and the clinical tumor stage according to
the digital rectal examination (T2 or T1c) were con-
sidered as categorical variables. The tumor stage
determined on prostatectomy (T2, T3a, or T3b or
T3c), Gleason score on prostatectomy (7 or less or
8to 10), margin status, and lymph-node status were
treated as categorical variables (positive vs. nega-
tive). For all categorical variables except the PSA
velocity, the cutoff points were selected before the
data were examined.

For all regression analyses, the assumptions of
the Cox model were tested and metand all statistical
tests were two-sided. This study is the first analysis
of these data with respect to PSA velocity. The rela-
tive risk and 95 percent confidence intervals were
calculated from the Cox model for all significant
predictors of the time to recurrence, death from
prostate cancer, and death from any cause after rad-
ical prostatectomy. Estimates of the time to recur-
rence and death from any cause with associated 95
percent confidence intervals were made according
to the Kaplan—Meier method.*3 Estimates of the
time to death from prostate cancer with associated
95 percent confidence intervals were made accord-
ing to the cumulative incidence method.** For the
analysis of recurrence, data were censored at the
time of recurrence or, in the absence of recurrence,
on the date of the last follow-up visit. No deaths oc-
curred before recurrence.

RESULTS

SELECTING THE PSA VELOCITY FOR STUDY
Figure 1 shows the distribution of the time to recur-
rence, the cumulative incidence of death from pros-
tate cancer, and the distribution of death from any
cause, stratified according to the following catego-
ries of PSA velocity: 0.50 ng per milliliter per year or
less, 0.51 to 1.00 ng per milliliter per year, 1.01 to
2.00 ng per milliliter per year, and more than 2.00 ng
per milliliter per year. The times to recurrence, death
from prostate cancer, and death from any cause
were not significantly different among the catego-
ries of an annual PSA velocity of 2.0 ng per milliliter
or less. By contrast, these three end points in the
category of an annual PSA velocity of more than
2.0 ng per milliliter differed significantly from those
in the first three categories (P<0.008, adjusted for
six comparisons). Therefore, the cutoff point for
the PSA velocity that provided the best stratification
of these three end points was 2.0 ng per milliliter
per year.

PSA VELOCITY AND PATHOLOGICAL END POINTS
An annual PSA velocity of more than 2.0 ng per mil-
liliter was significantly associated with lymph-node
metastases (P<0.001), an advanced pathological
stage (P<0.001), and high-grade disease (P=0.03).

Five percent of men with an annual PSA velocity of
more than 2.0 ng per milliliter had positive lymph
nodes, as compared with 0.7 percent of men with
an annual PSA velocity of 2.0 ng per milliliter or less.

Among men with an annual PSA velocity of greater
than 2.0 ng per milliliter, 70 percent had stage T2
on prostatectomy, 22 percent had stage T3a, and
8 percent had stage T3c, as compared with 75 per-

cent, 22 percent, and 3 percent, respectively, of men
with an annual PSA velocity of 2.0 ng per milliliter
or less (P<0.001). Among men with an annual PSA
velocity of more than 2.0 ng per milliliter, 69 percent
had a Gleason score of 6 or less on prostatectomy,

24 percent had a score of 7, and 7 percent had a
score of 8, 9, or 10, as compared with 74 percent,

23 percent, and 3 percent, respectively, of the men

with an annual PSA velocity of 2.0 ng per milliliter
orless (P=0.03).

ASSOCIATION OF PSA VELOCITY
WITH RECURRENCE, DEATH FROM PROSTATE
CANCER, AND DEATH FROM ANY CAUSE

An annual PSA velocity of more than 2.0 ng per mil-
liliter was associated with significantly shorter times
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